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The following individual patent references listed 
in Table No. 14 below, hereby individually incorporated 
by reference, describe various retinoid and retinoid 



derivatives suitable for use in the present invention 
5 described herein, and processes for their manufacture. 
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Some preferred retinoids include Accutane; 
10 Adapalene; Allergan AGN-193174; Allergan AGN-193676; 

Allergan AGN-193836; Allergan AGN-193109; Aronex AR-623; 

BMS-181162; Galderma CD-437; Eisai ER-34617; Etrinate; 

Fenretinide; Ligand LGD-1550; lexacalcitol; Maxia 

Pharmaceuticals MX-781; mofarotene; Molecular Design 
15 MDI-101; Molecular Design MDI-301; Molecular Design MDI- 

403; Motretinide; Eisai 4- (2- [5- (4-methyl-7- 
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ethylbenzofuran-2-yl)pyrrolyl] ) benzoic acid; Johnson & 
Johnson N- [4- [2- thyl » 1 - { 1H- imidazol - 1 -y 1 ) butyl ] phenyl ] - 
2-benzothiazolamine; Soriatane; Roche SR- 11262; 
Tocoretinate; Advanced Polymer Systems trans -ret inoic 
5 acid; UAB Research Foundation UAB-8; Tazorac; TopiCare; 
Taiho TAC-101; and Vesanoid. 

cGMP phosphodiesterase inhibitors, including 
Sulindac sulfone (Exisuland®) and CP-461 for example, 
are apoptosis inducers and do not inhibit the 

10 cyclooxygenase pathways. cGMP phosphodiesterase 

inhibitors increase apoptosis in tumor cells without 
arresting the normal cycle of cell division or altering 
the cell's expression of the p53 gene. 

Ornithine decarboxylase is a key enzyme in the 

15 polyamine synthesis pathway that is elevated in most 
tumors and premalignant lesions. Induction of cell 
growth and proliferation is associated with dramatic 
increases in ornithine decarboxylase activity and 
subsequent polyamine synthesis. Further, blocking the 

20 formation of polyamines slows or arrests growth in 

transformed cells. Consequently, polyamines are thought 
to play a role in tumor growth. Dif luoromethylorni thine 
(DFMO) is a potent inhibitor of ornithine decarboxylase 
that has been shown to inhibit carcinogen- induced cancer 

25 development in a variety of rodent models (Meyskens et 
al. Development of Dif luoromethylorni thine (DFMO) as a 
chemoprevention agent. Clin. Cancer Res. 1999 May, 
5 (%) :945-951, hereby incorporated by reference, herein). 
DFMO is also known as 2 -dif luoromethyl-2, 5- 

30 diaminopentanoic acid, or 2 -dif luoromethyl-2 , 5- 

diaminovaleric acid, or a- (dif luoromethyl) ornithine; 



WO 00/38730 PCT/US99/30693 

-122- 

DFMO is marketed under the tradename Elf ornithine®. 
Therefore, the use of DFMO in combination with COX-2 
inhibitors is contemplated to treat or prevent cancer, 
including but not limited to colon cancer or colonic 
5 polyps . 

Populations with high levels of dietary calcium 
have been reported to be protected from colon cancer. In 
vivo, calcium carbonate has been shown to inhibit colon 
cancer via a mechanism of action independent from COX-2 

10 inhibition. Further, calcium carbonate is well 

tolerated. A combination therapy consisting of calcium 
carbonate and a selective COX-2 inhibitor is 
contemplated to treat or prevent cancer, including but 
not limited to colon cancer or colonic polyps. 

15 Several studies have focused attention on bile 

acids as a potential mediator of the dietary influence 
on colorectal cancer risk. Bile acids are important 
detergents for fat solubilization and digestion in the 
proximal intestine. Specific transprot processes in the 

20 apical domain of the terminal ileal enterocyte and 
basolateral domain of the hepatocyte account for the 
efficient conservation in the enterohepatic circulation. 
Only a small fraction of bile acids enter the colon; 
however, perturbations of the cycling rate of bile acids 

25 by diet (e.g. fat) or surgery may increase the fecal 
bile load and perhaps account for the associated 
increased risk of colon cancer. (Hill MJ, Bile flow and 
colon cancer. 238 Mutation Review, 313 (1990) . 
Ursodeoxycholate (URSO) , the hydrophilic 7-beta epimer 

30 of chenodeoxycholate, is non cytotoxic in a variety of 
cell model systems including colonic epithelia. URSO is 
also virtually free of side effects. URSO, at doses of 



